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Please amend the application as follows to comply w,th requirements for patent 
applications containing nucleotide sequence and/or ammo acid sequence disclosures in 
adherence with rules 37 C.F.R. § 1.821-1 825: 



irOHESPEORCAIlQN: 

^* r^ono R linp 6 with the following rewritten 
Please replace the paragraph beginning at page 8, line 6, witn 

paragraph: 

,,,, ,,,,, 3„H suhdass a,s spsci«ca«, Incorporated b, reference Binding sl.es for 

, . .^..ha^oottran^criplion factors is available 
transcription factors are well known m the an, « da.=baso o, t.a,.- P 

tnougb TRANSFAC - Tne Transcription Factor Database a. mMM.^,^^m^mm^m^ 

Prelerred transcnption factors include NF-kB, ETS. STAT, p53, Ap-t fa.il,, sterord nor^one and 

related fanrllres In a preterred e.bodrntent, NF.B b.d.n, sites are used A .ariet, of si.es can 

> ^■rrrRNYYYCCS' (SEQ ID N0:1) described in Chen and 
be used including the consensus site 5 GGGRNYYYCOi (bt 

Ghosh, Oncogene 1999. 18.6845-6852. - 

K honinninn at oaoe 12 line 6, with the following rewntten 
Please replace the paragraph beginning at page iz, 

paragraph: 

- Eacb pool is assayed for .ne abill., .0 aCvate a transoription facfor-dependen, reporter ,n a 
„ansienttrans,eo.ionassa,in .issue culture cells pools w,tMbedes,redre,ulat..acti„t„e,ber 

„nich do not regulate ,he nrutan. reporter are de.erntined ,o be specrfrc In a preferred 
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e.bod,n,en., the NF-KB-responsive promoter has k.o copies o- the .B site <5'-GGGGACTTTCC 
3' (SEQ ID NO 2)). The mu.an, reporter is identca, oxoep, ,ha, .he *«0 NF-kB sHes ha.e beep 
™,aM ,0 ,5'.ATCCACTTTGC-3' (SEQ iD N0:3), Eve„,pa«,, a single cDNA is oP.arned wirid, 
„i„ encode a gene p,od„c, tha, can reguia.e .he ac.ivi., o, .he .ranscrip.ion faCor „, s.pd, Th,s 
i„d»idua, cone is ,he„ seguencsd .o idenSf, .he cDNA » con.ains and .he gene produo. i, 



expresses- 



Pieasa replace ,he paragraph baginriing a. page 19, line 8, wi.h .he .oilowing rewritten 

paragraph: 

_ 293T ce„s were r^aintained in DME supp,er.er.ted with 10% feta, calf serur., 100 U/n.1 of 

P,,^ellllr, and streptor^ycin, and 2.M g.utamine ,n hum,d.ed 5% CO. at 37=C. Cells were plated 

at 9 X 1 0^/wel. in 24-weil d,shes 24 hr before transfection by the calcium phosphate method. A 

. total of 372 ng of DNA was transfected, including 2 ng of pCSK-LacZ, 20 ng of the IgK.-IFN-LUC 

reporter, and 350 ng of pool DNA. The IgK.-IFN-LUC reporter contains two copies of the IgK, kB 

Site (5'-GGGGACTTTCC-3' (SEQ ID N0:2)) upstream of the interferon-,, minimal reporter (-55 to 

.19) dnving luciferase expression (Fuj.ta, T. et a,.. Cell 49:357-67 (1 987)). pCSK-lacZ vector 

constitutively expresses |Vgalactosidase and is unaffected by NF-kB activ,ty.- 

K ^..oinninn at oaoe 20 line 16, with the following rewritten 
Please replace the paragraph beginning at page zu, iine 

paragraph: 

_ For e«c,en. and econc.ica, expression screening a reporter assa, ,o, NF-KB aCwa.ion .ha. i, 
,ua„.,.a.i»e and highl, ser,si.i.e was employed In th.s assa,, pool DNA was .ransien.l, 
„3ns.ec,ed in.c 293T ceils Wi.h .he IgK -IFN-LUC reporter wh.ch ccn.arns »o copies o. .he IgK 
KB s»e (5'-GGGGACTTTCC.3' (SEQ ID NQ,2„ upstream 0. the in.erfero„-|) minimal prcmo.e, (- 
55 .0 .19) (Fu,i.a. T,. e.al., Ce«49:357-67 (1987)) driving luc.erase expressron. For 
„„,n,a,iza,ion ,o, .rans.eCron e.ficienc, and e.rac. recover,, .he .rans.ec.r.n rncl.des .he pCSK- 
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lacZ vector (Condie, E G , ot a!., Mol Cell Biol 10:3376-85 (1990)) which constitutively expresses 
p-galactosidase and is unaffected by NF-kB activity. To nnaximize the number of cDNAs that 
could be assayed in a iransfectiori, i'ne uumpitixity was detern-iined (number of cDNAs per pool) 
which would allow reliable detection of a single active clone in a mixture of cDNAs Pilot 
experiments using TRAF2, an adapter protein in the TNFa pathway (Rothe, M,, et a!., Science 
269:1424-7 (1995)), suggested that a pool complexity of 100 cDNAs would allow detection of 
molecules possessing 3-fold lower specific activity than TRAF2 in this assay (data not shown). 
The sensitivity of detection of luciferase and |3-galactosidase activities allowed us to scale down 
the size of the transfection and to minimize the amount of pool DNA required - 

Please replace the paragraph beginning at page 21, line 7, with the following rewritten 

paragraph: 

- Three secondary screens were applied First, the NF-kB dependence of a pool's activity was 
tested by comparing its fold induction on the IgK^^ -IFN-LUC reporter to that on the MUT-IFN-LUC 
reporter, which contains mutations in the IgK KB motifs (5'- ATCC ACTTTCC-3' (SEQ ID N0:3)) 
Second, the specific activities which might function upstream of the IKK complex were tested by 
assessing their activity in the presence of the IKKP K44A kinase-dead dominant negative. Third, 
each KB-specific positive pool was tested in the presence of kinase dead TBK1 (K38A). an IKK- 
related kinase which we recently identified (Pomerantz, J,L. & D. Baltimore. Embo J 18:6694-704 
(1999)) (see also (Tojima, Y.. etal.. /Vafure 404:778-82 (2000))). Examples of these secondary 
screens are shown in FIG. 2. Of the 41 positive pools. 34 were found to be dependent on the kB 
sites for activity. Each of these specific pools was found to be inhibited by cotransfection with the 
IKK(3 K44A. and one pool (pool 1 78) was also inhibited by cotransfection with TBK1 K38A (FIG. 
2).- 



